Abstract We report an unusual presentation of primary biliary cirrhosis. We present the case of a 31-year-old Indian woman who presented to the hospital with non specific complaints of gastritis, reduced appetite and marked weight loss and no complaints of pruritus. Serum liver enzymes were elevated. Cytoplasmic pattern of antinuclear antibodies was found on immunofluorescence microscopy accompanied by positive anti smooth muscle antibody. Endoscopy revealed esophageal varices. Following a liver biopsy, the diagnosis of primary biliary cirrhosis was made. It is important to consider the diagnosis of hepatic cirrhosis when patient presents with gastritis, reduced appetite and marked weight loss in both the presence and absence of ascites.
Introduction
Patients with primary biliary cirrhosis (PBC) suffer irritation and swelling of the bile ducts of the liver, blocking the flow of bile, which normally aids digestion. The obstruction damages liver cells and leads to scarring, known as cirrhosis. The specific biological pathways underlying primary biliary cirrhosis are poorly understood. As there are no proven treatments available, the majority of patients require a liver transplant. Clinical awareness of PBC among clinicians and laboratory doctors is essential for early diagnosis and early initiation of treatment. Effective medical therapy with ursodeoxycholic acid, especially begun early in the course of the disease can slow disease progression and extend survival, free of liver transplant in patients who respond to therapy.
Case Report
A 31-year-old woman presented to our hospital for evaluation of gastritis, reduced appetite and marked weight loss. A complete physical examination of systems yielded no relevant findings. The patient's medical history was unremarkable except for intermittent headache for which she took analgesics. She had no history of liver disease or risk factors for chronic liver disease (blood transfusions, intravenous drug use, high-risk sexual behavior, or current or past alcohol use or smoking history). Two family members from her maternal side had surgery for gallstones.
Physical examination revealed a thin female, 35 kg weight, in no distress. Slight scleral icterus, was observed. The patient's abdomen was nondistended and nontender; a fluid wave test showed no ascites. The patient's liver was palpable 2 cm below the right costal margin. Findings on the remainder of her examination were unremarkable.
Laboratory tests yielded the following results (reference ranges provided parenthetically): complete blood cell count, within normal limits except for hemoglobin 11.2 g/ dl (13-17 g/dl), total red blood cell count 3.90 million/cu mm (4.5-5.5 million/cumm) and ESR 123 mm 1st hour (5-15 mm 1st hour). PT INR was within reference range. Fasting plasma glucose 81 mg/dl (70-110 mg/dl); alkaline phosphatase, 632U/l (30-279 U/l); aspartate aminotransferase, 67 U/l (0-35 U/l); alanine aminotransferase, 51 U/l (0-35 U/l); total bilirubin 2.1 mg/dl (0.1-1.0 mg/dl); albumin, 2.9 g/dl (3.5-5.0 g/dl) Gamma glutamyltransferase 139 U/l (1-94 U/l); total cholesterol 224 mg/dl (\200 mg/dl); triglycerides 155 mg/dl (\150 mg/dl); highdensity lipoprotein cholesterol, 62 mg/dl ([60 mg/dl); low-density lipoprotein cholesterol, 141 mg/dl (\100 mg/ dl); urea,creatinine and electrolytes were within reference range; serum calcium was 7.2 mg/dl (8.5-10.1 mg/dl); thyroid stimulating hormone, 0.1 mIU/l (0.3-5.0 mIU/l); and free thyroxine, 1.2 ng/dl (0.8-1.8 ng/dl). Serum a 1 antitrypsin level was 144.2 mg/dl (90-200 mg/dl). Cerruloplasmin levels were 62.8 mg/dl (15-60 mg/dl), copper in 24 h urine 57.6 lg/24 h (15-70 lg/24 h) and KayserFleischer ring was not seen on slit lamp examination. Immunoglobulin G level was 1,584 mg/dl (700-1,600 mg/ dl.) Serology for HCV, HbsAg, HIV were non reactive. In immunofluorescence microscopy, anti neutrophil cytoplasmic antibody was negative, Antimitochondrial antibodies were absent, cytoplasmic pattern of anti nuclear antibody was found in 1:80 titre and anti smooth muscle antibody positive in 1:20 titre (Fig. 1 ) autoimmune hepatitis panel for liver kidney microsomal antigen, cytosolic antigen type 1, soluble liver antigen were all negative. The titer of anti mitochondrial M2 (Pyruvate dehydrogenase complex) antibody was elevated. Radiological investigations revealed a normal ultrasound report of the whole abdomen ruling out biliary obstruction and portal vein thrombosis. Chest X-ray was also normal. Gastroduodenoscopy revealed early varices at lower end of esophagus (grade II).
Liver biopsy was done to know the etiology. Microscopic study of biopsy material from liver revealed illdefined granulomas centred on the bile ducts. Portal tracts were seen with dense inflammation by histiocytes, lymphocytes and plasma cells. No evidence of fibrosis was present. In correlation with clinical and other laboratory findings, the features were consistent with primary biliary cirrhosis.
The patient was treated symptomatically and ursodeoxycholic acid was started as treatment and the patient discharged. At 6 months follow-up, her liver enzymes has fallen alkaline phosphatase 181U/l. (30-279 U/l); aspartate aminotransferase, 27 U/l (0-35 U/l); alanine aminotransferase, 24 U/l (0-35 U/l); total bilirubin 1.1 mg/dl (0.1-1.0 mg/dl); albumin, 3.1 g/dl (3.5-5.0 g/dl).
Discussion
Primary biliary cirrhosis is a chronic cholestatic liver disease of presumed autoimmune etiology that affects predominantly middle-aged women. In the United States, approximately 3,500 new cases of PBC are diagnosed each year, with 47,000 prevalent cases among the white population [1] . The rarity of PBC in India is intriguing with only a few cases being reported from the subcontinent [2] . The low intensity of screening for anti mitochondrial antibody (AMA) and serum gamma globulins in patients with abnormal liver function may be responsible for the low prevalence of PBC reported from the developing countries [2] .
Concordance rates in monozygotic twins, familial prevalence, and genetic associations underscore the importance of genetic factors, whereas findings of epidemiological studies and murine models suggest a possible role for exogenous chemicals and infectious agents through molecular mimicry. The incidence of primary biliary cirrhosis has increased over recent decades, possibly attributable to augmented testing of liver biochemistry rather than a rise in disease incidence [3] .
Primary biliary cirrhosis (PBC) is an organ-specific autoimmune disease characterized by chronic, progressive destruction of small intrahepatic bile duct with portal inflammation and ultimately fibrosis. Current theories on the pathogenesis of PBC have favored the hypothesis that T lymphocytes played a pivotal role in the autoimmune response in PBC The liver-infiltrating T cells in PBC might be responsible for damaging the liver and causing chronic liver disease [4] . Antinuclear antibodies (ANA), the most common autoantibodies assessed, are nonspecific serologic markers of autoimmunity in acute and chronic liver disease. These antibodies are found in approximately 50% of patients with PBC [5] . In our patient, the diagnosis of PBC was confirmed on the basis of laboratory findings like predominant elevation of serum alkaline phosphatase, relative to aminotransferase suggesting bile flow impairment, positive anti mitochondrial antibody and histopathological findings compatible with PBC on liver biopsy. The best screening tool for PBC is an assay for AMAs, which are characteristic of PBC and are present in at least 95% of cases [5] . The combination of antimitochondrial antibodies on immunofluorescence (or anti-M2 antibodies on an enzymelinked immunosorbent assay) and cholestatic liver function tests is 95% sensitive and specific for the diagnosis of PBC [6] .
Lipoprotein X, an atypical lipoprotein found in PBC, can account for a major fraction of the total serum cholesterol [7] . It interferes with routine lipid panel measurements, falsely increasing the laboratory measurement of direct and calculated LDL Cholesterol and HDL.
PBC has been reported to frequently accompany various autoimmune diseases, including a report of ulcerative colitis, diagnosed by colonoscopy. The patient received mesalazine, following which his symptoms improved [8] .
Our case report highlights the importance for clinicians to consider the differential diagnosis of PBC in young females who present with apparently innocuous symptoms of gastritis and marked weight loss. Early diagnosis and effective medical therapy begun early in the course of the disease can slow disease progression and extend survival, free of liver transplant in patients who respond to therapy.
